I read with interest the recent review by Bertram et al. [1] , in Endocrine. The authors overviewed the epidemiological association between type 2 diabetes mellitus (T2DM) and dementia, and speculated the biological mechanism on the association with special reference to chronic inflammation, oxidative stress, dyslipidemia, reduced β-amyloid clearance, and hormonal change. Thereafter, the authors intensively summarized the effect of physical exercise on dementia prevention in patients with T2DM. I fundamentally accept their recommendation of physical exercise, although biological evidence seems not enough to confirm the causal association. I have some concerns on their summary.
First, the authors summarized some intervention studies by using biomarkers. I recognize that each study keeps adequate design to know the positive (desirable) effects of training on the prevention of dementia. Unfortunately, T2DM progress varied in each study, and the prevalence of diabetic complication was not clearly described. T2DM is a chronic disease and it also relates to other metabolic components such as hypertension and dyslipidemia, which would be related to incident cardiovascular diseases. As T2DM is strongly associated with obesity via insulin resistance, caution should be paid to the change in obesity.
Second, there is a long-term process from sub-clinical cognitive impairment to clinical dementia. Namely, the association between T2DM and dementia should also be checked in pre-clinical stage of each disease. From the viewpoint of preventive strategy, inter-relationship between cognitive impairment and impaired fasting glucose or impaired glucose tolerance seems important [2] .
Finally, the authors did not discuss on sex difference and aging on the association [3] . As there are many factors affecting the association between T2DM and dementia [4, 5] , net effect of physical exercise should be evaluated by further study.
